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AB Title compds. [I; W = N, CR2; R = halo, cyano, OC02R9, CO2R10, CONR11R12, 
SOxR13, NR14R15, OR16, COR17, (substituted) alkyl, alkenyl, alkynyl, 
cycloalkyl, aryl, heteroaryl; Rl = (substituted) alkyl, cycloalkyl, aryl, 
heteroaryl, etc.; R2 = H, halo, (substituted) alkyl, alkoxy, cycloalkyl, 



aryl, heteroaryl; R3, R4 = H, (substituted) alkyl; R5 = H, (substituted) 
alkyl, alkenyl, alkynyl, cycloalkyl, cycloheteroalkyl, aryl, heteroaryl; 
R6 = (substituted) alkyl, cycloalkyl, alkenyl, alkynyl; R7, R8 = H, 
(substituted) alkyl, cycloalkyl, alkenyl, alkynyl; m, n, p = 0-3; q, x = 
0-2; R9, RIO, R13, R17 = H, (substituted) alkyl, alkenyl, alkynyl, 
cycloalkyl, cycloheteroalkyl, aryl, heteroaryl; Rll, R12, R14, R15 = H, 
(substituted) alkyl; NR11R12, NR14R15 = 5-7 membered ring; R16 = 
(substituted) alkyl, alkenyl, alkynyl, cycloalkyl, cycloheteroalkyl, aryl, 
heteroaryl; R18 = H, (substituted) alkyl, alkenyl, alkynyl, cycloalkyl, 
cycloheteroalkyl, aryl, heteroaryl] , were prepared Thus, 
3- (phenylsulf onyl) -lH-indole (preparation given) in DMF at 0° was 
treated with sodium hydride in mineral oil stirred for 2 h at ambient 
temperature, treated with 
4- ( toluene- 4 -sulfonyloxymethyl) piper idine-l-carboxylic 

acid tert-Bu ester and the mixture was stirred for 16 h at 55° to 
give tert-Bu 4- [3- (phenylsulf onyl ) -lH-indol-l-ylmethyl] piperidine-1- 
carboxylate. The latter was stirred with 4N HC1 in dioxane to give 82% 
3- (phenylsulf onyl) -1- (piperidin-4-ylmethyl ) -lH-indole hydrochloride, which 
showed 5-HT6 binding with Ki = 27 nM. 

L6 ANSWER 2 OF 3 CAPLUS COPYRIGHT 2 004 ACS on STN 
AN 2004:45418 CAPLUS 
DN 140:253368 

TI Synthesis of the Aziridinomitosene Skeleton by Intramolecular Michael 
Addition of a-Lithioaziridines : An Aromatic Route Featuring 
Deuterium as a Removable Blocking Group 

AU Vedejs, Edwin; Little, Jeremy D. 

CS Department of Chemistry, University of Michigan, Ann Arbor, MI, 48109, USA 
SO Journal of Organic Chemistry (2004), 69(6), 1794-1799 

CODEN: JOCEAH; ISSN: 0022-3263 
PB American Chemical Society 
DT Journal 
LA English 
GI 
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AB A convergent synthetic route to the 1, 2-aziridinopyrrolo [ 1 , 2-a] indole I (R 
= CPh3) has been developed. Key features of this route include the 
deuterium kinetic isotope effect to block undesired indole lithiation 



during tin-lithium exchange from indole II (Rl = SnBu3) to II (Rl = Li) , 
the intramol. Michael addition to generate enolate III, and conversion into I 
(R = CPh3) by trapping with phenylselenenyl chloride. Reductive cleavage 
of the N-trityl group in I (R = CPh3) allows access to tetracyclic 
aziridinomitosenes containing the aziridine N-H subunit. Reduction of the C(9) 
ester in I (R = CPh3) with LAH gives the primary ale. with the correct 
C(9), C(9a), C(10) oxidation state corresponding to the aziridinomitosenes , 
and deprotection of I (R = CPh3) affords I (R = H) . 
RE.CNT 68 THERE ARE 68 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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AB The present invention relates to the preparation of aminoalkyl indole and 
indazole I ( W = N or substituted C; m = 1-3; n = 2-5; R = H, halogen, CN, 
Cl-C6alkyl, C2-C6 alkenyl etc.; Rl = C1-C6 alkyl, C3-C7 cycloalkyl, aryl 
etc.; R2 = H, halogen, or a C1-C6 alkyl, C1-C6 alkoxy etc.; R3, R4 = H or 
C1-C6 alkyl group; R5, R6 = H or C1-C6 alkyl group, C2-C6 alkenyl etc.), 
and the use thereof for the treatment of central nervous system disorders 
related to or affected by the 5-HT6 receptor. Thus, (Rm = H, Rl = 



1-naphthyl, R2 = H, n = 2, R5 = R6 = CH3) (mp 239-241°) prepared by 
reacting corresponding indole derivative with N, N-dimethyl-2-chloroethylamine 
showed 5-HT6 binding Ki of 4 nM compared to 6.0 nM for clozapine. 
RE.CNT 6 THERE ARE 6 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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6-Chloro-l- (3- (morpholin-4-yl ) propyl ) -3- (phenylsulf onyl ) -lH-indole 
633292-28-1P, 5-Methoxy-3- (phenylsulf onyl ) -1- (3- (pyrrolidin-1- 
yl) propyl) -lH-indole 633292-31-6P, 5-Methoxy-3- (phenylsulf onyl ) - 
1- (2- (pyrrolidin-l-yl) ethyl) -lH-indole 633292-39-4P, 
3- (Phenylsulf onyl) -1- (2- (piperidin-l-yl) ethyl) -lH-indole 
633292-42-9P. 6-Chloro-l- (2- (morpholin-4-yl ) ethyl ) -3- 
(phenylsulfonyl) -lH-indole 633292-43-0P, 3- ( Phenylsulf onyl ) -1- (3- 
(piperidin-l-yl ) propyl ) -lH-indole 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
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(aminoalkyl-sulfonylindole and -indazole derivs. as 
5-hydroxytryptamine-6 ligands) 
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AB Title compds. [I; W = N, CR2; R = halo, cyano, OC02R9, CO2R10, CONR11R12, 
SOxR13, NR14R15, OR16, COR17, (substituted) alkyl, alkenyl, alkynyl, 
cycloalkyl, aryl, heteroaryl; Rl = (substituted) alkyl, cycloalkyl, aryl, 



heteroaryl, etc.; R2 = H, halo, (substituted) alkyl, alkoxy, cycloalkyl, 
aryl, heteroaryl; R3, R4 = H, (substituted) alkyl; R5 = H, (substituted) 
alkyl, alkenyl, alkynyl, cycloalkyl, cycloheteroalkyl , aryl, heteroaryl; 
R6 = (substituted) alkyl, cycloalkyl, alkenyl, alkynyl; R7, R8 = H, 
(substituted) alkyl, cycloalkyl, alkenyl, alkynyl; m, n, p = 0-3; q, x = 
0-2; R9, RIO, R13, R17 = H, (substituted) alkyl, alkenyl, alkynyl, 
cycloalkyl, cycloheteroalkyl, aryl, heteroaryl; Rll, R12, R14, R15 = H, 
(substituted) alkyl; NR11R12, NR14R15 = 5-7 membered ring; R16 = 
(substituted) alkyl, alkenyl, alkynyl, cycloalkyl, cycloheteroalkyl, aryl, 
heteroaryl; R18 = H, (substituted) alkyl, alkenyl, alkynyl, cycloalkyl, 
cycloheteroalkyl, aryl, heteroaryl] , were prepared Thus, 
3- (phenylsulf onyl ) -lH-indole (preparation given) in DMF at 0° was 
' treated with sodium hydride in mineral oil stirred for 2 h at ambient 
temperature, treated with 
( toluene-4-sulf onyloxymethyl ) piperidine-l-carboxylic 

acid tert-Bu ester and the mixture was stirred for 16 h at 55° to 
give tert-Bu 4- [ 3- (phenylsulf onyl ) -lH-indol-l-ylmethyl] piperidine-1- 
carboxylate. The latter was stirred with 4N HC1 in dioxane to give 82% 
3- (phenylsulf onyl) -1- (piperidin-4-ylmethyl ) -lH-indole hydrochloride, which 
showed 5-HT6 binding with Ki = 21 nM. 
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AB The invention relates to novel N- ( lH-indol-5-yl ) -substituted sulfonamide 
derivs. I and their physiol. acceptable salts [wherein: A = 
(un) substituted 5- or 6-membered heteroaryl, bicyclic heteroaryl, 
phenylalkyl, p-styryl, naphthyl, 2 , 2-diphenylethyl, aryl-W-aryl, or 
substituted Ph; Rl = H, alkyl, benzyl; n = 0-4; R2 = NR4R5, cyclic 
(un) saturated amino (e.g., piperidino, piperazino, etc.); R3, R4, R5 = H or 
alkyl; substituents on A = H, F, Cl, Br, alkyl, alkoxy, alkylthio, CF3, 
cyano, N02, NR4R5; W = bond, CH2, O, S, or NR4] . The invention also 
relates to methods of preparing I, to their application as medicaments for 
human and/or veterinary therapy, and to pharmaceutical compns . containing 
them. A group of 53 example compds . is listed and claimed, and 5 example 
prepns . are given. For instance, sulf onamidation of 5-amino-3- [2- 
(dimethylamino) ethyl] -lH-indole with 5-chloro-3-methylbenzo [b] thiophene-2- 
sulfonyl chloride in pyridine at room temperature gave 82% invention compound 

II. 

In a test for inhibition of binding of [3H]-LSD to recombinant human 5-HT6 
receptors expressed in HEK-293 cell membranes, II had an IC50 of 0.13 nM. 
Thirteen other I had IC50 values ranging from 0.2 8 nM to 24.3 nM. 
RE.CNT 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS RECORD 
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TI Disposition of sumatriptan in laboratory animals and humans 
AU Dixon, C. M. ; Saynor, D. A.; Andrew, P. D.; Oxford, J.; Bradbury, A. ; 
Tarbit, M. H. 

CS Dep. Drug Metab. Ill, Glaxo Group Res. Ltd., Ware/Herts, SG12 0DP, UK 
SO Drug Metabolism and Disposition (1993), 21(5), 761-9 

CODEN: DMDSAI; ISSN: 0090-9556 
DT Journal 
LA English 

AB Sumatriptan is a new 5HTl-like agonist and a novel and effective 

treatment for migraine. The disposition of the 14C- radiolabeled drug in 
laboratory animals and humans after oral and parenteral administration is 
described. Oral absorption of sumatriptan is essentially complete in dogs 
and rabbits, but only . apprx.50% in rat. In humans, at least 57% of an 
oral dose is absorbed. Bioavailabilities are species-dependent (14, 23, 
37, and 58% in humans, rabbits, rats and dogs) reflecting differing 
degrees of first-pass metabolism These data correlate well with hepatic 

extraction 



ratios, which are highest in rabbits and humans and lowest in dogs. Renal 
clearance is significant in all species and exceeds the glomerular 
filtration rate in rats, rabbits, and humans, but not in dogs. The compound 
is a weak base that shows widespread tissue distribution, including 
passage across the placental barrier and into milk, but low CNS 
penetration. Protein binding of sumatriptan is low in all species. 
Elimination half-lives of sumatriptan are .apprx.l h in rats and rabbits, 
and .apprx.2 h in dogs and humans. In all species the majority of the 
absorbed dose is renally excreted, predominantly as the indole 
acetic acid metabolite and unchanged drug. Interesting species 
differences are evident in the metabolism of sumatriptan. Thus, in humans, 
the indole acetic acid metabolite is excreted partly as a 
glucuronide, whereas in animals conjugation of this metabolite is not 
apparent. In addition, demethylation of the sulfonamide side chain 
of the drug is evident in rodent and lagomorph species only. 
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AB The title compds. I (Rl = Cl-6 alkyl; R2 = H, Cl-3 alkyl; n = 0-3) and 
pharmaceutical^ acceptable salts thereof were prepared I are 5HT1 
-like receptor agonists useful in the treatment of migraine (no data) . A 



mixture of Et vinyl sulfone, palladium acetate, 

tri-o-tolylphosphine, Et3N, and 5-bromo-3- ( l-mthyl-4-pipridinyl ) -1H- 
indole in DMF was' stirred at 100-110° for 4 h to give a 

product, which was hydrogenated over Pd/C in EtOH containing aqueous HC1 to 
give I 

(Rl = Et; n = 2; R2 = Me).HCl. Pharmaceutical formulations comprising I 
are given. 
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AB The title compds^. (I; Rl = Cl-6 alkyl; R2 = H, Cl-6 alkyl; R3 = H, Cl-3 

alkyl) and their pharmaceutically acceptable salts and solvates, useful as 
5HTl-like receptor agonists (no data) for the treatment of migraine, were 
prepared Reaction of l-H-indole-5-ethanamine with MeS02Cl, followed by 
condensation with l-methyl-4-piperidone in the presence of KOH and 
hydrogenation of the resulting ( tetrahydropyridinyl ) indole derivative over 10% 
Pd/C at room temperature, workup, and treatment with HC1, gave I • HC1 (Rl 
= R3 = Me, R2 = H) . Formulations containing I are given. 



